Structure-function correlates of human high molecular weight kininogen.
1. The first documented mutation responsible for total human kininogen deficiency has been characterized as a single base change from CGA to TGA in exon 5, resulting in an Arg-->Stop mutation inherited as an autosomal recessive trait. 2. The surface binding domain (D5) of high molecular weight kininogen (HK) was mapped by deletion mutagenesis into two regions, the first rich in histidine and glycine, and the second in histidine, glycine and lysine. 3. The structural requirements of domain 2 to inhibit calpain have been mapped using affinity labels and conformationally constrained peptides. The surface loops consist of a binding region QVVAG and an inhibitory region C-terminal consisting of a sequence containing the sequence NAYI. 4. Domain 3 contains structural components capable of inhibiting the binding of thrombin to platelets. 5. Each domain of HK has a unique function which contributes to different aspects of the inflammatory reactions mediated by plasma protein and blood cells.